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[»3ft®2] EP 2 7^-^ h ££tiEP 4 h <7)|*Ilg13^^l^^gHi : - 

EP 2 7^-^ mP4 7^ h^rtH^mH^ 

($tm#i> AHWife) #gs«m (se^ttH»^ h«p;**^ > rent 

6] EP27^hJfc(iEP47^h fc&JfiLSBtfcKJgBr 

i k i 1 ^jS 5 IB«<7)Iifll^#0^|^i3 J: ^/IfzttM 

Mo 

im^M 7 ) m®J&frtfE P 2 T =f-* h -e* & , If ^ 1 6 ga«o 

[»^8] EP27^frtS (I -a) 



ffigE#2 003-3088744 




(CH 2 ) 



V*> ^fI/>iJfcttAny>^^U R 2 a te*SfIiW\ tK^^ * 

£f±C 1 ~4 7;V3^rvS^U R 3 a teTfciSM^ 

C2~8 7^^;vi, C2~8 7^-;H, ~3 4®<7)mTc7) (1) 

~ (5) ^*T'Sm$ttrv^c l ~8 r;v^;v*. C2~8 7;^-;Hife 

tiC2~8T;i-^-;^^^L : (1) (2) C1~47;V3 

^•>^ (3) C3~7y^n7Wi, (4") 7^^;^ tfctt (5) 1 
-^m<D^xiyyw^ C1-4 7H;H, Cl~47;vn^y^ - hni 
ttzit h 'J -7;u^-n^f-;v^-e«^$tLTv^-7i-;v* ; n ateO~4 £^;b 
L> 

[ft 2] 
[ft 3] 

[ft 4] 

^^^^•tti. 1 3 - 1 4mt=m%%'k%mt>-£%^ 0 (2) 13-Ht 
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^-v: 3/ 



[wp&r 9 ] ^r«b^^*E p4 73-^m^^, m^m usme 

[»^10] EP4 7^Xf^-K (I-b) 
[<fc5] 



R 7b * R6b^,tufR7btj^5JrfC, 7k«fcl±C 1-4 7W 

R 2b ft **V. ^n^vj^SfcteO-cOR 8 b£ (gnf^ R 8 b ^ c 
1~4 7W^ 7x^;vilfc(i7xxjv (Cl-4 7^;v) fc^fe-to 

) *£*>u 

R4 a.b^iOfR4 b b{±^ ^fr^^LT, 7K^* 1 ~ 4 7;V*;V* 

R5b(i, £lT^*-et iiT v>S 7 x-^**^tet : 
i) 1-31HO 

C l-4 7M;vt^'>-C 1~4 7^JK 

0 2-4 7^-^^7-0 1~4 7K;K 

C2-4 7^-W^v-C 1 ~4 7JK;K 

C3~7y^n7Wt^y-C l-4 7^;v, 

C3-7v^D7W (Cl-4 7Wt^v) -C1~4 7;K;K 

7x-;vt^y-C 1-4 7;^JK 

7^^;v-c l ~4 7W^y-c l ~4 r;v^;v> 

C l~4 7Wft-C 1~4 7W)K 
C 2~4T;V^-;V5 : -^-C 
C2~47M-W-C 1-4 7W, 
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^-v: 4/ 



C3~7y^nr;W (C1~4 7;^;W) -C1~4 7^JK 
7x-)Vft-Cl~4 7^;K -ifcli 
7^-;ix-C 1 -47^Wt-C 1-4 7H;K 

ii) C l~4 7;VW^ry-C 1-4 7^^^*3*^0 

C i-4 7Wt^y-C l ~4 7;v d r;v&*O f C i~4 7;vw+y, 

C l-4T^t**>-C l~4 7^^i^ Kn^ry, 

C i-4W/i'**'>-C l ~4 7;v ;3 r;v&J:tfVNn^> > 

C l~4 7iV^;Vft-C l~47W^iD f C 1-47W, 

C i~4 7;^;vft-C l ~4 7;v^;v*3J:O f c l -4 7H^*y, 

C l-47Wf*-C i-47M^itFt Kn^y, 

C l~4 7Wft-C 1-4 7^^^^^'/, 

iii) /mj7;v*;K S fctit: KnW-C l ~ 4 7;v^;K 

iv) C 1 ~4 T)V^-)Vi5iirf\± Kn^rv ; 

Mb 6] 



) 

[it^ll] EP 2 7^ hf /;liEP4 7^>«tll?: 

12] E P 2 7 =T-* h £ tzl±E P 4 7 =f-* h <DWm&WkM<V 

[SNfcg 13] EP27^-X>t^i±EP4r^X> 0«F«tt«»JO 
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v : 5/ 



16] E P 2 T 3*-* h$/:(iEP47 n*-* h ^^tt»J£ 
^JfiL^i^M^#i" * - «£ RMttg 1 1 1 5 IBmoM^ltW^^K 

[»Jj£E 1 7 ] Wm&Wfttf*? Onx7x T»k t W * n * "/-fe ;v|ll 

1 8 ] :£3&j£5WE P2 7^ft^^., |ft$g 1 1 1 7 

[IPM^U 9] EP 27^ b**»*^8|B«tO— «^ (I-a) 

o 

[|f*^2 1 ] E P 4 T =f-X Y&ffi-$M 1 0SB#O— *b£ ( I - b ) "C 
[0 0 0 1] 
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^-v*: 6/ 



[0 0 0 2] 

mkmm&mm, ra, mu mm, mm, &xv***&iasmms i-mmm 

mWk\z.\$^ JFK *ft^O#<o|l»WoS^<0»tcjK^I&OjBllfi5-«^j: 
*5?§J&$*1&^ (simple duplication system) tatJfiL^^OS^O^It^ $$*H 
BSiiJi^^L/c:^ (stem cell system) ttf*>2> 0 JfiL^fr^ (M*k) Kit^tih 
<D2-z><D&tfftfeir&tWfrtlX£i)0 s Ztihity VEGF (Vascular Endothelial 
Growth Factor : JMftJ&Bflfl&if JiH^) , HGF (Hepatocellular Growth Facto 
r I M-mmmmm?) H XXfFGF (Fibroblast Growth Factor : UflmmmWm 

[0 0 0 3] 

v?m, mMfemftm. mr^h-^^mm^Lx^^^t^^, smik (m 
mMUk. m.mtik, mm. nm%tm ^ m&w^m 

fctemw^ hhp;*-^, #fi«NE^) , m^wim (iim, 

^^^i3J:t>V$/i{ir&0^^-t?^>^it^«btLTV^ (Biochem. Bio 
phys. Res. Commun. , 229, 639-644 (1997) #M) e 
[0 0 0 4] 
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^-^1 7/ 



*U «o*©#fe&*HIH*»JR«*fcafe (arteriosclerosis obliterans ; mT. A 
[0 0 0 5] 

mx.it, aso^- v -v -mwtmztiz mm^mnM.mwm<DB^m^ 

o Mj!EAS0m#{i P G E 1 oHMfertifc^ v n J* * V- ;i/O^P^J-Cab &Jfo.^i£ 

V nX) ^MfWM^&X § & v^ 0 £ <7) J: ? LTYEGFit^f- 

*5 J: CMlGF^g?-OTJK^«^O^^IF«3^lC i (Circulation 
., SZ, 1114-1123 (1998) £ «fc rf Gene Therapy. , £, 181-189 (2001) #Bg) 

[0 0 0 6] 

tin. BM&%<D^m^ftmLtzMMwrm m «Hft*ia:ttTKAJflL«5ffi^ 

&g£*t-Cv>& (H^Oab^^., m 1124-1130 (2001)#fiR) 0 'b&j#M 
tz& ^x i> , f&ll® o jfiLi= # t - t- ;v IctSIIKfi fcHflg £ *l <b oflHS^Uf IE 

ttz, &&Lmmwwmz3$\,*xi>, ■^m^^m^^Ltz^<D^^ ? 

^tzMi^^m i> f£<& h fix v> £ o ittf, oii&afctt dgjfiL^Jft^ofl JiUfiLfr K<o 
f^fc«^teffc«]llL«r& (??&) L*»U***e>, itL^oit^ 

?6*^JWIfe^*OttflciSfflt»±, til, (ftft, fl&Mt) > ftJBBu £ 

[0 0 0 7] 

— 2u ^n^^/7>y> (&T\ PGWo ) E 2 75*K>»*^ 
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^-v>: 8/ 



[0 0 0 8] 

&^(Dm^WX\ P G E 2 ^ti^ti&m<7)gc%-?tz*ty*? 4 7 

4o&0> -ett-ett, EPl, EP2, EP3. *5it>*E P 4 t tqWLTV>& ( 
Negishi M. et al, J. Lipid Mediators Cell Signaling 12, 379-391 (1995) 
) 0 Zthh&iSmfrUZm^&Z. t trior, i30*5<7)'(t!l<7)-9-7'^-f 

[0 0 0 9] 
[0010] 

^£1^ EP2 7^ftU*||BK*fffln^ (I -a) T^S 

feiir/* fcii^sK^ffl-e**^ #iB¥i 1-19326 s^-mmmxfM^ 

[0 0 11] 

Mz-tt, EP4 7rf-^hfcU*»«iM^t^ -AS:^: (I-b) tr^S 

mmm^mmm^m (als) , &§mmm. is^-w^mm, mtn 

Jfcfcif) , PSJ,> tt&fflfi&TE, JHH*#. JTO#> ftttffFik Wife, 

■7^n77-«Mm x-r-f^ (Still) #i, iUMNR. it 
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9/ 



m^mx-hh^, H^HflWO 0 0/0 3 9 8 O^^fttrPfi^^ ttTV^^ 
[0 0 12] 

mm z mm- tz ^<D^m 

^^M/:liEP473^>, ^WlCfi-^ (I-a) . -JKsS (I-b 
[0 0 13] 

(1) EP 2 7^ f^;liEP4 7^ KI»J^itil»lt«) 

^wis a try tit i*mmm> 

( 2 ) E P 2 T Mf:iiEP47 h OftHte^B^ifcfflffMB 

(3) EP 27^>J^ttEP47^ hOrtBttfl^B^fcffiffcffifc 
lt^2IB«^K^#0 ; ?I»i5J:U f /t^{i^^J. 

(4) Kif«i owjSffBfc, ^ttffFife, usit&if) . *asm ( 
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^-s>: 10/ 



(8) EP2T^f**-«tS (I-a) 
[0 0 14] 

Mb 71 




(CH 2 ) na 



[0 0 15] 

v*> ^U>i^/;liAny^^U R 2 a tiTtaRIK^ 7k&3k 3 

C2~8 7^-^ C2-8 7H^*> % tzlt 1 ~~ 3 m<V&T<0 (1) 
~ (5) <02fe-C1MfeS*LTV>*C 1 ~8T;V^r;V&> C2-8 7K-^ifc 

(iC2-8 7;v^vi^L: (l) ^uy>m=f, (2)ci~4r;vn 

^fyl, (3) C3~7v^n7Wi> (4) 7i-JVi, tfctt (5) 1 
~31HO^n-^*>JK^ Cl~47;^;vS> Cl~4 7;V3^yS, — h 
Ztzltl 'J y;v^a^^;i/*-ett^$ttTv^-7ai^;v* ; n ate0~4£^t> 
U 

[0 0 16] 

Mb 8] 

[0 0 17] 
[0 0 18] 
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^— S>: 11/ 



[it 9] 

[0 0 19] 
[0 0 2 0] 

[flsi o] 

[0 0 2 1] 

li— -S^f /ciiHi^^^to tztzL^ (1)5-6 fi^HS: 

^^^^■tti> 1 3-1 4m±=m&&*mt>2%^ 0 (2) n-ut 

(9) t«WP47^K^^, m^i^Meia^Mfi^ww 

(10) E P 4 T rf-* > ^ ( I - b ) 
[0 0 2 2] 

Uti l] 




[0 0 2 3] 

R7b§ % r 6 b^J^R 7 b f ^£tt, ^mttziiC 1-AT)V*)V 
R2b(^ ^-Jpy, ^n^>Iftfeli0-C0R8bi (^41, r 8 b C 
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) %mt>L, 

R4 a b b b ^ti^tateLT. TMiSfctiC 1-47^;H 

i) 1~3-1H<0 

C l-4 7Wt^r'>-C l~4TMiK 

C 2~4 7H^;Vt^y-C 

C 2~4 7;V^r-;Vt^y-C 1 ~4 7J^;K 

C3~7v^n7JVW^v-C 1~4 7^K 

C3~7 y^nrW (C1-47MW'» -C1-47W, 

7x^t^fy-C 1-4 7M^ 

7i-^-C l~4 7JW^y-C l~4 7MiK 

C 1-4 7^+iVft-C 1~4 7;^;K 

C2~4 7;^^^ft-C l->4 7i^JK 

C 2-4 7H-W-C 1-4 7W, 

C3-7y^n7;vWt-C 1~4 7W, 

C3~7y^n7W (Cl~4 7^JVft) -C1-47W 

7x-W-Cl-4 7W> £fc»± 

7x^-C l-47;V^JVft-C 1-47W, 

ii) C 1 ~4 7;VW^fy-C 1 - 4 T)V*)V& X XfC 1~4 7H;K 

C l-47MH^r->-C 1-4 7^^^^ l-4TWt*'A 

C 1 ~4 7Wt^fv-C 1 ~4 T)V*r)V& £0**: Kn*y, 

C 1 ~4 7WW^y-C 1 ~~4 T;!/*^ it/^ny^ 

C 1 -4 7WW-C 1 ~4 T)V3(-)]/3$3LXfC 1~4 7^K 

C 1-4 7J1/Wt-C 1 ~4 Tfr*fr&ZXfC 1~4 7^W^'A 

C 1 ~4 7)Wft-C 1 ~4 T;V*>v33«fct>*li Hn*->, tfcii 

C 1 -4 7^Wt-C l~4 7;^;^iO f AD^y, 

iii) ^dt;^;K ifelit Kn + V-C 1-4 7^^, ££ii> 
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13/ 



iv) C 1 ~4 T)V^-)vm.Xf\L Yu*i/ ; 
[0 0 2 4] 
Hfcl 2] 



[0 0 2 5] 

fc/iU R 2 b^O-COR 8 8 - 9 m^'M^^moir o 
) 

(11) E P 2 7 3*-* h £ fcttE P 4 T > O^tt^J^^^i: 

(12) E P 2 T h £ fcte E P 4 T b <^#^tem#]^rtH1»^ 
H^mffi^ffl^i:^>> m^l lffim^M^Pf^^^i^VtTtti^^J^ 

(13) EP27^^h*/c(iEP4T^Xh <7)# ^tt»J<7)rtHtt^I 

(14) i^it^i oMiSgjff^, mmt$k, mm. nmm , 
GfcttiPf^ > was* cttti^ w«M(Ne) > w#§& 

(16) EP 2 7^ f$f:tiEP 4 t h <DWWi J &.MM % ^IflLpB'fS 



ffifE# 2003-3088744 
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14/ 



(17) iiti^-7/f^nx7x7m -varuu'fM'mffl^ -rs* 

(1 8) MOTP27^b-C*l., HfrSU 17IJM1 7SB«Ol«»R 

(19) EP2 73'^f 8 |Hm^-^ (I-a) -e^$*L*ffc#J» 
, * ti h <D$m&&> * & 7°u K 7 v V f it v * n 7** * b U >&SHfrfr 

(2 0) «MP4T^K^^», Itr^l 7SB*l«>B»Hf 

(2 1) EP47^hWl0S«O-«^ (I-b) X^ZtlZ4t& 
to, *<D2m&&. f ^tt->^nf +x F 'J HiI^2 0fB« 

[0 0 2 61 

ffllfft 1 , HK5*; (I -a) T?^$tL4fl:^7"nK7^fcli, 

1) RaKOORlOa (36+, R 1 0 a (iC l~6 7^^;vi^to ) 

2) R a^cONR 1 2 a r 1 3 a (^cj^ R 1 2 a *3 £ tfR 1 3 a tiSSi It 

3) Ra^COORlOa r 1 0 a tiiftffi£ |S| C*****?^ ) 

0> R 1 a ^R 1 1 a -COO (S+, R 1 1 a (iC 1-4 7^^ C 1 ~ 
4 7;V3 + vi> 7x-;H, 7i^-Cl~4 7Wi, R 14a -00 
C-C 1 ~4 TA'*>l'*tfcliR 1 4 a-0OC-C2~47;V^i (36+ 
, r 1 4 aii^jDRHptfeiic 1 -4 7^;Vi^to ) fc^foU 8-9 

[0 0 2 7] 
[0 0 2 8] 



ffiiE# 2003-3088744 



^ mm 2002-318830 



^-v! 15/ 



[0 0 2 9] 

^TO*^. C 1 ~8 Tfr^^Mtte, J^;K "/n^, T^/K 

^>^;K A^fy^ ^-/^;v> ^-^^^^.tcF-etL^^^^T^^o 

[0 0 3 0] 

ffllt*, Cl~4 7^3^vit!^ ^h^v> i^y, /n^y, 
[0 0 3 1] 

#9HB*«tU Cl-4 7^Wyikl±, xf^fy^ 
[0 0 3 2] 

*9!*IMF*K C 1 ~6 T *is&±l±* pth^~>, :7°n*°3r 

o 

[0 0 3 3] 
[0 0 3 4] 

ffl^ffl**, C2-4 7K-;Vitli, J.-r~;K T'n^-K 7r-;H 
[0 0 3 5] 

#9!#IB**K C2~8TK-^itli, -X--r-=-;V, yn^-zK ^f-^K 
/^yf-)V, ^-fe-ZK A^fx^ ^-^x^-^Sfei^-e^^^^tt^-e^) 

[0 0 3 6] 

ffilffl*^ C 2 ~4 T^-JV^v^i:^ xf^;vt^y, 
[0 0 3 7] 
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^-v: 16/ 



[0 0 3 8] 

OTWBI*^ C2-8 7;v^^(i, 7°nH°r:;v N 
✓*y^;K ^df-v-;i/ N * ? £ Xf^rKh 

o 

[0 0 3 9] 
[0 0 4 0] 
[0 0 4 1] 

o 

[0 0 4 2] 

o 

[0 0 4 3] 

% v^n«^>^-;K y^n^yJK is fu^?-?- & a 
[0 0 4 4] 

y^Dyf)Vt^-y> y^n^>f;vt^y, y^nA^y;vt^v, v^n^\ 
[0 0 4 5] 
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^#gg2 0 0 2 -3 1 8 8 3 0 ^ 



^-y : 17/ 



[0 0 4 6] 

{i\ t;v^;^> r;v^^^ft> y;v*-;i^> r;i/3*v^ t;v*;i^*S 

[0 0 4 7] 

[0 0 4 8] 
Mb 1 3 ] 

[0 0 4 9] 

[0 0 5 0] 
[ftl 4] 

[0 0 5 1] 

[0 0 5 2] 

Mfei 5] 

[0 0 5 3] 

it a -Sett. /? -ffl.Wt iz\±%:*Lh<n>\%temxlbZ> ztzmL, 
[0 0 5 4] 
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Htl 6] 
[0 0 5 5] 

« —IBS t p -EtoS^i-c* * £ £^1"o 
[0 0 5 6] 

^WfflflF'K rtlttMHftli, JflL^rtj^fttiiMH^ (Vascular Endothe 
lial Growth Factor ; VEGF) , IffHWiaHUSHT- (Hepatocellular Growth Factor 
;HGF) > ^m^Mlf^ittiifi&S?- (Fibroblast Growth Factor ; FGF) &£Z>* 
±.&MW*J&&=f* (Epidermal Growth Factor ; EGF) ^MMm^Zmdo 
[0 0 5 7] 

[0 0 5 8] 

[0 0 5 9] 

^S&Wft-frtoO^MMfctt tUli, 0i£ if, T ;v iJ V ( * U A „ ^ b U 
n^^TTA ^^75^, 7x^f;V7TA If^D S?>\ ^^^^ 

^w>m^ ScMiwau ^ 

[0 0 6 0] 

(±m) &m&, 7^-va^ ygmr ^ m-iM^mmmm^^t 
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^-v: 19/ 



10 0 6 1] 

HBSS; (I -a) , (I-b) -C^$*i*<b^iKjf±. «-> /?-£>&W£ 7 - 
y^nf^b')'/, ab^v^±Cttf>Or^tf^ffl^T. #2rBS50-3362-^\ R5 
2-31404-^-f fcf±R61-52146-^W«B#fBIRO^&«:fflv^ i^a»)y^nf^ 

xmj usetfe-r SuH^i^o y^omb'j ^£Hb£*- 

[0 0 6 2] 

»$L<> iDjfiL<liEP27^f"e*i, 
[0 0 6 3] 

$iif[f>, EP2 7^-^>fcLttt^ ^t-etC^tbttTV^EP 2 7=f 
-X F^tEUl^^EP 2 T*-X Y*'*'<XQ&tZ>o mz.\S, 
i:jil5>tLtv^EP 2Trf-X h Ltli, #Hi§¥l 1 - 1 9 3 2 6 

±ib-i^ (i -a) ^s^ft^, zfrhmmy&&, 

[0 0 6 4] 

ffilfflS^ EP4 7^bi:Ltli, HE^ti:^f>tL-C/^EP4 73* 
K&ktLTV^EP 4 r=T-* b t LTti, @BgK2rl8WO 0 0/0 3 9 8 O^M 

[0 0 6 5] 

-fl£5£ (I -a) ^$*i4ft^»on^ £ LWfc^tri: tt(i, 
tt^l : C5Z, 9/8, 11«, 13E) -17, 1 7--?usiS-l 1, 1 

ffiliE# 2003-3088744 



^#12 0 0 2 -3 1 8 8 3 0 ^ ^-v: 20/ 

6 _^ t pn^y- 9 nn- 2 0 ;V*/n^. * - 5 , 1 3-zJ^>W. 
[0 0 6 6] 
Mfcl 7] 




[0 0 6 7] 

1 1 - 1 9 3 2 6 8-t^#ffl#*. 1 7f5ftft^) > v> 

t tz \$ Z <D a - *s ? n X h 'J > £JH t^rt^f «b tt & 0 
[0 0 6 8] 

— (i-b) -e^£frMb-£-t^*>, i *>$ff LWfc^tft lx\±* 

tt&%l2 : (11«, 1 3E, 15«) -9-**V-l 1, 1 5-vt: KD^ 
,>_ 16 _ O-^h^^Wx-JV) -17, 18, 19, 20-f 1^7 

y ;v- 5 -^-77°n* h-13 
[0 0 6 9] 
[ftl 8] 



O 




[0 0 7 0] 

(SRfc&WWOO 0/0 3 9 8 ^4*3flB*Mfrfr») #Hf^ 

[0 0 7 1] 

(I - a) ^£:K**fc^O«»#il;tt, WWTl 1 - 1 9 3 2 6 8 
^WfflmKfflTfiZfoX^&o Wz-lX. (5Z, 9 , 11a, 1 3 E) -17, 
1 7-^n;V- 11, 1 6 -vfc Kn^v- 9 -^nn- 2 0 -^V/n;*. * 
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*-y. 21/ 



-5, 1 3-v^m Wk^l) HJ&flll 7»c|B«$tt-CV^ 0 
[0 0 7 2] 

(I-b) •C^$*L*fls-8*0«ii^rfett, BBMMBWO0 0/0.3 9 
8 0^9MB*fclffl^$*LTV>*o fUx-f^ (11«, 13 E, 15a) -9-t 
*V-1 1, 1 5-vfcFn^v-l 6- (3-* f^y^f^7x-;V) -1 
7, 18, 19, 2 0-f >5/^-5-f77'DXh-13-i>'il 
2) i±, £*0I3fc|Btt$*L-CV»a o 
[0 0 7 3] 
[B£Sp n «^0®ffl] 

EP27^b — (I-a) T^Sfr&ft^. **Lk<a* 

E P 4 7^ > — «3£ (I-b) t^Sat&fl:^. 

so . rrnk^m (wmm, m«m*j}§:&> ^n->^> , # 

(B^*, ^-*>V^) > J&^> W*14»JR^k^ (arterioscler 
osis obliterans ; JSHT. AS0fc*i"o ) '<-y*-#l* $M>*£. IB 

JflLW^*^ fcliJIMg^O^EfriS <£ If/* fctt?6«#J Lttfflt^l>, 

[0 0 7 4] 

EP27^f (fflxJ^ HKsS (I-a) ^StL&tt^, -t*LfcO* 
EP47^F (#!lx.t£, — jftsS: (I-b) "C^S ti&tt&W, J t<D3m&& 

[0 0 7 5] 

tftf, ##c. fc«J*. &&B#Bm:.l:i!)#lfc& 
^ ii#> J&A— A^fc^K — UgHlO OmgOt&fflT— B — 
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H^^^El^n^^tL^^ £ fciij&A— AS fc*K — . 0. lng 

frh 5 Omg<^|£H-e-B-IIl^^^:ia, -*IK:-|I]^<btfclI]> 

[0 0 7 6] 
[0 0 7 7] 

EP27^f (tfUxJ^ — «5£ (I -a) "C^^tL^,^^ -e*Lib<£># 

EP4T^^h — jasft (i-b) -e^ttMt-g-tk 

[0 0 7 8] 
[0 0 7 9] 

itH)\ tfz&MMM (9*h-*, ^vn-x, «fHr-b^n 
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[0 0 8 0] 

mims wtm, mmu *%mu *mm, mmmm*^^x^xi> 

[0 0 8 1] 

^mu^(Dtzib(D^mn<onm'\i., m^z. wbw, Y)vn, 9v-*m 

[0 0 8 2] 

30 , mwmm e^-tv^ mm^yv>, »^7^ 

> *'J-:/fiIu rl/e>if) . Sb®m IPStiilu ^^77 

i*2®J^_t£?.S^LTffi^ib*L&o #3?^ £5&fbS«k tfmt 
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[0 0 8 3] 

&®&&^i,$mm%%ZfrX\j*2>i><Dfrbmtf*i2> 0 0Ox.tf* 1M7^3-;v ( 
[0 0 8 4] 

•otoifcw ti&±<Dmmo%z mm n»» t £ »±*wb $ ^tii, is $ ft 

, 1, 3 -yf-wv^D . ^T;V3-;v (2 

x;mh> iBBm*.*^**^) , ^TOm^j, **fti»jbfl* 

[0 0 8 5] 

»*^tt«D4fctt«1ir«ffl**tTV^fe^tcj: 0*&3ft*o Witf, 

t x mt £ ft £ o mft&M «*<&^n * * v > {±®#i£ffl $ ft r v » & & o ^ to Mit ti%> 
, tk> mmnmu tt*##»J. **fti*jhM*&»*ft**<&# 
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[0 0 8 6] 

otfc tt^ti4a±o®i4«wt * saw fcfm $ -£> K&mitft lxu&z 

[0 0 8 7] 

V - ^ > > * t±®HT^ § *tr v» & ftfc^ J: i) *as $ o ffil x. 

[0 0 8 8] 

Uv^o ^^V- SUO»ii;#i£l:J\ ^Jx.(»@#^ 2,868,691 ^r&X&mm 
,095,355 -^H#L<SEJR$ttrv^ 0 J-rV^Jfc LT<>»*?*v> 0 

[0 0 8 9] 

mm*tzi±mffiLxm^2>mrt<omM%\*&'£'r2>o mmi*. x>t^ttz\^ 
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*»su *n&mm ^mmt t tz imm^Mmm^yKt tz \m<nm\ tmm 

[0 0 9 0] 

$mn&5-<7)tz&<D&w.m^*, £mm, mmmsmm, %mmgMfc, mm 

[0 0 9 1] 

it^fii^±<Dmn.m^mMKmm, mmt tzmutzitxm^bti&o mmi 
ti"')-)^ \> ') ?7&m) . wmts&itffl c*" 1 ; v/w*- > 8 o oso^ 

ztih&m®rx.mz&^xmmir2>i)\ mmm^^x^xn^ mwk$}h& 0 
ttzmmommzu wx-i-mm&&shzmmL, ^<o^mm^mmtttzimm 

[0 0 9 2] 

[0 0 9 3] 
[0 0 9 4] 
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TO^J * ^ fc&K C fit t til $ & o 
[0 0 9 5] 

[0 0 9 61 

o 

[0 0 9 7] 

[0 0 9 8] 

[JiM^Ojgffi] 

*!&W<0©3fS#fctTt±, feMMP2T^> -ft5£ 
(I -a) ^StL&ft-g^ -ZfrbrnmnM., Ztib<D7u V? y JfZtzlt 

y^nmi^ y vasKk-frW) l^iiPEP47 n*—^. h (fajx. tf^ — ft* ( 

I -b) T^£ti.;Mb^tK f fcliV^nf*^ h y ^-gLSKb# 

[0 0 9 9] 

ft* (I -a) -e^$tt^>^%, ^ilb<D&Bn.)M.. Zfrh<D-?uY y 
tziti'tur'Z-xhVy&Mik&W) i/itiPEP4 7^h (tfHxJf. — ft 
* (I-b) -?7FZti2>4k&W, *<0##tt8L titi±*s 9 vr*x 
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[0 10 0] 

^ttMtUEP2 7^X> («x.lf, — $5$; (I -a) "C^StUMfc 
ik&M) if:liPEP4 7^Xh (#UxJ2\ — (I-b) "C^$*tS^ 

[0 10 1] 

-hm, #y t;vviXt;K =K'J ^i^'j 7^ WW 

*u ittibtii^t^ti-e^jbtl^-tT^ffli-^ifc^-ei^o fltJ^m^x 

at. *° y i; > rfm& i o^Lm- ^ y 3 - ;vm*m^#^w *u c tt « 1 a 
ii^^tKWtis.iUdi, *°yfLm> ^y^3-^»*fe 

[0 10 2] 

0 0 0fcv*U&8 0 0, 0 0 0©i«il<> i L< l±&5, 00 0 

fili^j 5, 0 0 0^^^)1 0 0, 0 0 0«i OitfR*. Lv> 0 £ <b £«P£ t < fi$j 
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6, 0 0 0^P>»5 0, 0 0 Ot^So #V$mi±, g#:<&2n<7>§!BI:£v£Kt£o 
mt 100/0*6*5 0/5 0 (W/W) L < ^ #K&J 9 0 

/ 1 o * 650/50 (w/w) «i b v^ 0 itm- ^3- ;vm*m^t/<7)m* 

¥*&# : f**i* 5, 000*6*100, 000 Aft Lv> 0 $6 L < (± 
*1 0, 0 0 0*6 8 0, 0 0 Ot^^o M-^'J 3-^I*l^li> Mfa 

[0 10 3] 

g p c ) x-mfc Ltz#vx?-i' y&ntvfr^m * ^ 0 

[0 10 4] 

2 7^Xh (^IJ£(^ HK5£ (I -a) T^$tL^<fc^, Ztlb<D#m&& 

„ f tiibOT'n K7'^ltliy^nf+x f 'J £/il±PEP4 
T3*^h ($!x.«\ — (I-b) T^^ttMh^tk 

io-c^^^-h^i, mtimm*kmm&wmzttLxm.2K^L 1 o, 
o o of& ^s-efflv^tt. $ftt<(iin^v>Li, ooof mm 

it) , ZbKftt L< (i&Jl &v>L 1 0 01§ (MJfc) coS-Cfflv^o*J;v^ 
[0 10 5] 

cm**, o/w^> w/o/w^#) . mfrmm, m.9*m&, 

mm- * &atfi&& & vMi Ci tt 6 £**»f 6 o 

JSlTtc, (o/w&) fc*»l8IIMSfcov*T, 

(1) (o/w&) *^»c45V»T*i, i-f£#l*3$M*tt*fr»tf>* 

■r-t^O»jfiORJC«ffl-t-***j§«IEtt^ »£*1 2 0tm*4ut*«jfi 
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&^CJ:o-Cfl£&^\ — jftWtwttj^O. 01 -ft 8 0% (v/w) ^"b^itffft&o 0 
3: t < ti^jO. l-m 7 0 % (v/w) . £ <b Kit? £ L < itm 1 6 0 % (v/w) "C 

3b & o 

[0 10 6] 

CI (0 i -5 L T # <b tt^^rt^ttm^O^vW.vt^^ fc, E P 2 T rf 

(M£if> (i -a) r^$n.^4b^%, ^<b^##1*t^ -ett 

(M£ff. — #b* (I-b) T^£*LMfc^tK Zrmm'&.U, tfzltis? 
Df^HJ>^»») »U#ft?£-tfr& 0 d^EP 2T=f-X b (#!] 
(I -a) TTFZft&ft&yo, tfihmmnM. J ttib<D~?tt K 
9 ? ^ifcliV^nf^ > y £ tilt PEP 47^ h (Mx. 

«\ (i-b) ^sttMb^tk iftiiv^nmh 

It0.001%~$j9 0% (w/w) „ L< fi$j0.01%~&8 0% (w/w) > 
ffiL< (£&J0.3~ 3 0 % (w/w) -e** 0 
[0 10 7] 

ft®. ftifc«4^^To/wx^g>4MH4, £Olil07MW» 
ti— JK:Wfci±*lllffifl^O& lflf-Hfo 1 0, 0 0 0f/i^Iif^ o $ L 
<t±, i&2^~&,5, 0 0 0ffif**?»a»ir*t*o b< *±, &j5j£~&j2, 
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1%H&2 0% (w/w) "C&&o $ h ^tti L < l±#j0.01%~& 1 0 % (w/w) > 
ilfC^f t((»05%~S5% (w/w) T?fc*o 
[0 10 8] 

(#ijx.(f. (i -a) i*7F.%ixz>iY&m, ztib(D#mn.^ ztibv? 

00*. If. — jft=S: (I-b) -C^StLMfc^^K -e«0##^m> t/ili^nfJf 

L*o/w&Ki3V>-Cli. EP27^h (0J*.»i\ (I -a) T^S 

V-SlgHt^*) $/:(iPEP47^h Miff, — «5S: (I-b) Tr^£*L 

^|hEP2T^^ (#lJxJf. H»5* (I -a) ^StL*^^ ^tt«b 
liPEP47^> (I-b) T?7F*frZ>tt>&W, *<D$m 
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77xT«tl>o /X;vttrt±, "ifcflMX/HL EE7}/X;vgL E^t* 
,[0109] 

— ^ (I -a) T^Sfr&tt^tK ^tL^>co##14^ ^*Lfb<7):/tt K7 

(i-b) r^s^&^tK ^(D^m^m. ifci^^nmi.'j^ 

i:EP27^b (ffl x. ti\ — ( I - a ) T'TF £ 
<7)^Sttm> tt <b 0-/n K 7 y ^ £ tz it v ^ n r** * h V 
^b^tO ifzltPE? AT^=-* Y (m*-l£. (I-b) X^Zti&ik 

tz^tDm-tfh&o 

[0 110] 

£ 2, &&v>te*m mfc> ^? h#t> -7^ 

[0 111] 
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£$h* Lxtmrnmn tLxmm k&m -ess &*ra«J fctso 

[0 112] 

l < f±, ^ 2 - 1 o o fxmommon.^&x&Ko *^oiiii«tt, flrfla 

[0 113] 

^S&WOEIS&Jfc&fc^ EP2T^> (Will — ( I ~ a) "C^S 
>-a.SKb^) ifcliPEP4T^h (0Hx.tf> — ^ (I-b) 

[0 114] 

^^^Ema^<^^*^> EP27^h (tffl&tiT. — l££ (I -a 

^k^». ^IJM. ai&ftffiO#*»$IHK SWaMMfrfc^KJ: 9 ****** EP 
2 7^xf (i^lJ, Hl« (I -a) T^StL&ft^^ 



{dbSmE^p 2003-3088744 



iWm 2002-318830' ^ 'J I 34/ 



TrT^^h (#Rf£ N HBbS (I-b) "C^ti^Ml^^ *4>^*t££. 
xrt LT^jflL^i^ffli-^Jt^ lmmw^Mit tr. j&A (M5 0 

kg) Sfc 0 > LT^0.001mg^?> 5 0 0mg o £ t < (i&j0.01mg/5><b 

5 Omg& 1 iM&v* L 3 # J! K 1 tllifc-S-l-tU? J: v> 0 

[0 115] 

^1ifeMl lMMM£MM&m&mg. (in vitro) 

*u 'Mmwrn^mv, igm^ixRMtf^mmm-i2i\)zmmLtz 0 ) 

&1-&ZtK£ *K ^)V\Z®mm*ffiM\^tz (0.5mL/well) o i£«IS&3. 

6 & X X/S Htt^ t&mWL$3&Zft% iZbfcX*) m Lu^^ fc&Jo L*r 0 TO 

J: tfifcR^ $s^g ; dmso : o. 1% ; « -cd : o. oii8 N o. nsfc x m. is 

mg/mL ; PGE2-CD I 1, 10& £0*100 nmol/L ; 'fk^tl 1 (EP2 agonist) ^ 
2 (EP4 agonist) , EP1 agonist^ X 0*EP3 agonist : 1, lOiSitflOO nmol/L ; 
VEGF : 0. 1. lis X mo ng/mL ; HGF ! 0. 1. lis X XflO ng/mLt U #z&g^ov* 
t3^x;Ko^fflv^^Lfc 0 J^ll&lOSftKH^^TV^ WJ£$rfe3f y 
h (^i^m^ttil) *fflv^T*fQCD31*fL#^J; ^^O^fe^^To/Zo ffF« 
te, Chalkley Grid (^'J y Kl^X, #m^^#tt) £H«?>3f BI^ > 
XK^tS UChalkley Grid?) £ tL^WJg h <7>3c,£ 

*^^>h-t^»-rt^J:i9 Vfi^A ZWffi t (iHffi#&l±J Pathol . , 177, 27 
5-283 (1995)#fiBL*:) o # * > h it 1 V3-)V$>tz «3 12^Hfffv\ ^rOmZS.® 

tZo 
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10 116] 

EP2 agonist -e^S^tJl ((5Z, 9/?, 11a, 1 3 E) - 1 7 
1 7 -7°n/NV- 1 1 , 16-ytKn^y-9-^nn-2 0-yjV7'D^ 
* - 5 , 13-yx i/gfe) ti. y^f;VX;V7*^y K (DMSO) fcfeM Lt, 10 
-4, 10-5*5 J: mol/L»ifc*PSE8U i&#«^l/1000»fc^LTttffi Lfc 

o 

[0 117] 

EP4 agonist^ ^Mt^ 2 ((11«, 13E, 15«) -9-t + V-l 
1, 15-"^KD*i/-16- (3-^>**>^f^7xi^) -17, 18 
19, 2 0 - f b 9 / 5 - f 7-/o^ f - 1 3 *i> v^^* 

;V7t^>K (DMSO) K*#fl?LT, 10-5*5 £ tHO-6 mol/U£i££ii^. 

[0 118] 

EP1 agonist ( ( 1 3 E) - ( 1 1 a , 1 5 S, 1 7 S) - 2 , 5-^?y- 
6, 9-mv-ll, 15-'7thW-17, 2 
-13-xvS; 11-322709 f^it» 1 SB*tft#%0 

y^m;V7^yF (DMSO) i:«flLt, 10A 10"5*5 <fc t>10"6 mol/U#$i 
^*^-ei/100(H&lC#^LT^fflL/io 
[0 119] 

EP3 agonist (11a, 1 5 a -i?* 9 V/n* ? - 5 Z, 1 

3 E-yi>i ; WO 9 8 3 4 9 1 6-^W#ffl*^Ufe^ 1 ffiftffc^W) li, 
;^^7t^yK (DMSO) C?#«|LT, 10" 4 . 10-5*5 iinO" 6 mo\AMfo*M& 
l/1000fSf Ltfffl Vtz Q 
[0 12 0] 

PGE2-CD&. ffl»ffi*i:*»Lt, 10-4, 10-5*5 £ 0=10-6 mo 1/U#r££fi^£ 
> ^#^"Cl/1000f&^^LT'KfflL3to 
[0 12 1] 

VEGF (Vascular endothelial growth factor) fi, ^ftM^^^^tt^JfiL^fr 
4nyfn- ;H£H£* y h ti"2>VEGF2^ g/iiiUS*i§*f8L-C*^ LT-ftffi L 
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[0 12 2] 

HGF (Human hepatocyte growth factor) it^ R&D systenftfc— 
tt** /-HGF5 fx g/vLWL & LTjlffl Ltz Q 

*Lfc£Dunnett^ (M«&£) KiL*)J&MLtio f t*iH±5»t Lf: 9 
[0 12 3] 

£ £ „ 7*- * it 3 •> J- t IRiSMS^'C^ t o 

[0 12 4] 
^88S*&0 1 ^^-to 
Dft*] 

PGE2-CD, VC&mi (EP2T=f~Xh) J3 <fc TfVC&tfo 2 (EP4T^-^ h) »±10 nm 
ol/L*5J:in00 niiiol/10M-T?**t:*fi^«:«atbfeo VEGFfe J: (OT 

FttlO ng/mLOjftJRt?«Jffi^S:iS5lL^o EPlT=f-*K EP3T^~ 

^^112 : ^mmmm3Mm^M£M^. (in vitro) 

mmmr&%mu ^mwt^it^m^^mmmk-m\>^mLtz 0 ) 

*K #«>J.^^tttJeR*»Jnb^ (0.5mL/well) 0 ^S6Pi*&3B 

itMjffl: ; DMSO : 0. 1% ; PGE2-CD : lOO nmol/L ; it&ty} 1 (EP2 agonist) £ <£ trft 
-g-%2 (EP4 agonist) I 100 nmol/UgE^^^^S^^^-f oSrffiv^T^^L/i 
o HGF33 J: t/VEGFjSJS iiELISA^ '7 h (R&Dsystems-"7 i~ 3 ~» ?rfflv>tlfel/: 

O 

[0 12 5] 
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**3, EP2 agonist^ Mfc^l ((5Z, 9 ^ , 11«, 1 3 E) - 1 7 
17-^n;V-ll, 16-ytKn^y-9-^nn-2 0-/^7'n7 

?-5, t±, ^^W^7t^vK (DMSO) 10 

-4 mol/U#&&H^L ^^•ei/lOOO^^^tT^fflt/io 
[0 12 6] 

EP4 agonisfe*>^'fb^2 ((11«, 13E, 15«) -9-W-l 
1, 15-ytKn^y-16 - -17, 18 

, 19, 20-fh7/^-5-f77 J nxh-13-x>i) {is y^^X 
;K7**~>K (DMSO) KmmLX, 10-4 mol/U#^*P^^ ^#^1/1000^ 

[0 12 7] 

PGE2-CD&. ^ltffl7X^v#^LT, 10-4 mol/L^^rP^, ^^T'l/1000 

[0 12 8] 
[0 12 9] 

mm&$k%u 1 & «t 2 

[0 13 0] 
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38/E 



mi] 



wm 


HGF (pg/ml) 




110±16 


PGE2-CD 


1735 ±95*** 


EP2 agonist 
EP4 agonist 


1865 ±48*** 
379 ±12*** 


***p<0.001 vs SEMIi (Dunnettl^fe) 
[0 13 1] 


mm 


VEGF (pg/ml) 




2004 ±76 


PGE2-CD 


3032 ±165*** 


EP2 agonist 

(ik&W l ) 

EP4 agonist 


2762±51*** 
2936 ±69*** 



p<0.001 vs H^kfB (Dunnett^/t) 



[0 13 2] 

D»*] 

PGE2-CD, flS-g-ft 1 (EP2T=f-* h) SilWt^lfc2 (EP4T^*H i±100 
nmol/1 <^*at-e Ji?» * <^HGFfc i tfVEGFifcft * fc_t# $ o 
[0 13 3] 

[H 1 ] <fr&4& 1 & J: XT 2 ©jfiL*#&'DEftfWfi OSJ^**^"*" « 
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asso , mimm& (w**, +-*iB§«i»> ^n->^> „ 
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